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Commissioner for Patents Hand Carry to Examiner W. Moore 

Washington, DC. 20231 Art Unit 1652 

Re: U.S. Utility Patent Application j 

Appl. No. 10/024,131; Filed: December 21 , 2001 ; >' 

For: Cloned Genes Encoding Reverse Transcriptase n 
Lacking RNase H Activity 1 > 

Inventors: KOTEWICZ et al. j 
OurRef: 0942.049000B/RWE/MTT 

Sir: 

Transmitted herewith for appropriate action are the following documents: 

1. Information Disclosure Statement and list of cited references on Form PTO-1449 
(13 sheets); 

2. First Supplemental Information Disclosure Statement and list of cited references on 
Form PTO-1449 (3 sheets); 

3. Second Supplemental Information Disclosure Statement and list of cited references 
on Form PTO-1449 (11 sheets); 



4. Third Supplemental Information Disclosure Statement and list of cited references on 
Form PTO-1449 (3 sheets); 

5. Fourth Supplemental Information Disclosure Statement and list of cited references 
on Form PTO-1449 (26 sheets); 

6. Fifth Supplemental Information Disclosure Statement and list of cited references on 
Form PTO-1449 (1 sheet); 
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7. Sixth Supplemental Information Disclosure Statement and list of cited references on 
Form PTO-1449 (15 sheets); 

8. Seventh Supplemental Information Disclosure Statement and list of cited references 
on Form PTO-1449 (3 sheets); 

9. Eighth Supplemental Information Disclosure Statement and list of cited references 
on Form PTO-1449 (32 sheets); 

1 0. Ninth Supplemental Information Disclosure Statement and list of cited references on 
Form PTO-1449 (8 sheets); 

1 1 . Tenth Supplemental Information Disclosure Statement; 

12. Eleventh Supplemental Information Disclosure Statement and list of cited references 
on Form PTO-1449 (2 sheets); 

13. Twelfth Supplemental Information Disclosure Statement and list of cited references 
on Form PTO-1449 (1 sheet); 

14. Thirteenth Supplemental Information Disclosure Statement and list of cited 
references on Form PTO-1449 (5 sheets); 

15. Fourteenth Supplemental Information Disclosure Statement, list of cited references 
on Form PTO- 1 449 (5 sheets), and a copy of each reference cited on Form PTO- 1 449 
(21 documents: AH1-AB2, AMI, and AS1 12- ATI 16); and 

1 6. One ( 1 ) return postcard. 

It is respectfully requested that the attached postcard be stamped with the date of filing of 
these documents, and that it be returned to our courier. In the event that extensions of time are 
necessary to prevent abandonment of this patent application, then such extensions of time are hereby 
petitioned. 
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The U.S. Patent and Trademark Office is hereby authorized to charge any fee deficiency, or 
credit any overpayment, to our Deposit Account No. 19-0036. 



Respectfully submitted. 



Sterne, Kessler, Goldstein & Fox p.l.l.c. 




Robert W. Esmond 
Attorney for Applicants 
Registration No. 32,893 
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Information Disclosure Statement 



Assistant Commissioner for Patents ^ : ' 

Washington, D.C. 20231 

Sir: 

Listed on accompanying Form PTO- 1 449 are documents that may be considered material 
to the examination of this application, in compliance with the duty of disclosure requirements 
of37C.F.R. §§ 1.56, 1.97 and 1.98. All documents were cited by or submitted to the Office in 
Application No. 08/798,458, filed February 1 0, 1 997, which issued as U.S. Patent No. 6,063,608; 
Application No. 08/614,260, filed March 12, 1996, which issued as U.S. Patent No. 5,668,005, 
on September 16, 1997; Application No. 08/404,907, filed March 15, 1995; Application No. 
07/67 1,156, filed March 1 8, 1 99 1 , which issued as U.S. Patent No. 5,244,797 on September 1 4, 
1993, and was reexamined as Control No. 90/003,803; and Application No. 07/825,260, filed 
January 24, 1992, which issued as U.S. Patent No. 5,405,776 on April 11, 1995 and was 
reexamined as Control No. 90/003,804. Copies of the cited documents may be found in these 
parent applications and are not enclosed. 

Where the publication date of a listed document does not provide a month of publication, 
the year of publication of the listed document is sufficiently earlier than the effective U.S. filing 
date and any foreign priority date so that the month of publication is not in issue. Applicants have 
listed publication dates on the attached PTO- 1449 based on information presently available to 
the undersigned. However, the listed publication dates should not be construed as an admission 
that the information was actually published on the date indicated. 

Applicants reserve the right to establish the patentability of the claimed invention over 
any of the information provided herewith, and or to prove that this information may not be prior 
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art, and or to prove that this information may not be enabling for the teachings purportedly 
offered. 

This statement should not be construed as a representation that a search has been made, 
or that information more material to the examination of the present patent application does not 
exist. The Examiner is specifically requested not to rely solely on the material submitted 
herewith. It is further understood that the Examiner will consider information that had been cited 
or submitted to the U.S. Patent and Trademark Office in a prior application relied on under 35 
U.S.C. § 120. 1 138 OG 37, 38 (May 19, 1992). 

This Information Disclosure Statement is being filed more than three months after the 
U.S. filing date but before the mailing date of a first Office Action on the merits. No statement 
or fee is required. 

It is respectfully requested that the Examiner initial and return a copy of the enclosed 
PTO-1449, and to indicate in the official file wrapper of this patent application that the 
documents have been considered. 

The U.S. Patent and Trademark Office is hereby authorized to charge any fee deficiency, 
or credit any overpayment, to our Deposit Account No. 19-0036. 



Respectfully submitted, 



Sterne, Kessler, Goldstein & Fox p.l.l.c. 




Robert W. Esmond 
Attorney for Applicants 
Registration No. 32,893 



Date: V^aJa S 20O*> 
p 



1 100 New York Avenue, N.W. 
Suite 600 

Washington, D.C. 20005-3934 
(202) 371-2600 
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First Supplemental Information Disclosure Statemeijjf 



Assistant Commissioner for Patents 
Washington, D.C. 20231 



Sir: 



Listed on accompanying Form PTO- 1 449 are documents that may be considered material 
to the examination of this application, in compliance with the duty of disclosure requirements 
of 37 C.F.R. §§ 1.56, 1.97 and 1.98. The numbering on this First Supplemental Information 
Disclosure Statement is a continuation of the numbering in Applicants' Information Disclosure 
Statement filed herewith in connection with the above-captioned application. All documents 
were cited by or submitted to the Office in Application No. 08/798,458, filed February 1 0, 1 997. 

Where the publication date of a listed document does not provide a month of publication, 
the year of publication of the listed document is sufficiently earlier than the effective U.S. filing 
date and any foreign priority date so that the month of publication is not in issue. Applicants have 
listed publication dates on the attached PTO- 1449 based on information presently available to 
the undersigned. However, the listed publication dates should not be construed as an admission 
that the information was actually published on the date indicated. 

Applicants reserve the right to establish the patentability of the claimed invention over 
any of the information provided herewith, and/or to prove that this information may not be prior 
art, and or to prove that this information may not be enabling for the teachings purportedly 
offered. 
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This statement should not be construed as a representation that a search has been made, 
or that information more material to the examination of the present patent application does not 
exist. The Examiner is specifically requested not to rely solely on the material submitted 
herewith. It is further understood that the Examiner will consider information that was cited or 
submitted to the U.S. Patent and Trademark Office in a prior application relied on under 35 
U.S.C. § 120. 1 138 OG 37, 38 (May 19, 1992). 

This First Supplemental Information Disclosure Statement is being filed more than three 
months after the U.S. filing date but before the mailing date of a first Office Action on the merits. 
No statement or fee is required. 

Consideration of the cited documents and making the same of record in the prosecution 
of the above-identified application is respectfully requested. The U.S. Patent and Trademark 
Office is hereby authorized to charge any fee deficiency, or credit any overpayment, to our 
Deposit Account No. 19-0036. 

Respectfully submitted, 

Sterne, Kessler, Goldstein & Fox p.l.l.c. 

Robert W. Esmond 
Attorney for Applicants 
Registration No. 32,893 

Date: AUjjj ^ W3 

1 100 New York Avenue, N.W. 
Suite 600 

Washington, D.C. 20005-3934 
(202) 371-2600 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re application of: 



Confirmation No. 4058 



Kotewicz et cii 



Art Unit: 



1652 



Appl. No. 10 024,131 



Examiner: To Be Assigned 

Atty. Docket: 0942.049000B/RWE/MTT 



Filed: December 21, 2001 
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Second Supplemental Information Disclosure Statement 



Assistant Commissioner for Patents 
Washington, D.C. 20231 



Sir: 



Listed on accompanying Form PTO-1 449 are documents that maybe considered material 
to the examination of this application, in compliance with the duty of disclosure requirements 
of 37 C.F.R. §§ 1 .56, 1 .97 and 1 .98. The numbering on this Second Supplemental Information 
Disclosure Statement is a continuation of the numbering in Applicants' First Supplemental 
Information Disclosure Statement filed herewith in connection with the above-captioned 
application. All documents were cited by or submitted to the Office in Application No. 
08/798,458, filed February 10, 1997. 

Where the publication date of a listed document does not provide a month of publication, 
the year of publication of the listed document is sufficiently earlier than the effective U.S. filing 
date and any foreign priority date so that the month of publication is not in issue. Applicants have 
listed publication dates on the attached PTO-1449 based on information presently available to 
the undersigned. However, the listed publication dates should not be construed as an admission 
that the information was actually published on the date indicated. 

Applicants reserve the right to establish the patentability of the claimed invention over 
any of the information provided herewith, and/or to prove that this information may not be prior 
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art, and or to prove that this information may not be enabling for the teachings purportedly 
offered. 

This statement should not be construed as a representation that a search has been made, 
or that information more material to the examination of the present patent application does not 
exist. The Examiner is specifically requested not to rely solely on the material submitted 
herewith. It is further understood that the Examiner will consider information that was cited or 
submitted to the U.S. Patent and Trademark Office in a prior application relied on under 35 
U.S.C. § 120. 1 138 OG 37, 38 (May 19, 1992). 

Applicants also wish to bring the following information to the attention of the Examiner. 

Life Technologies, Inc. (LTI) was the initial owner of related U.S. Patent Nos. 5,244,797 
and 5,668,005. LTI and Invitrogen Corporation subsequently merged in September, 2000, with 
Invitrogen Corporation being the surviving entity. Thus, Invitrogen Corporation is now the 
owner of these patents as well as the present application. 

On December 31, 1996, LTI filed suit against Clontech Laboratories, Inc. (Clontech) in 
U.S. District Court for the District of Maryland, alleging infringement of U.S. Patent 
No. 5,244,797. Subsequent thereto, and following issuance of the '005 patent, LTI amended its 
Complaint to also allege infringement of that patent. 

In its defense, Defendant Clontech has raised numerous defenses, alleging, inter alia, that 
the patents are invalid and unenforceable. Cited herewith, consistent with the Federal Circuit's 
decision in Chtikon v. Becton Dickinson Vasscidar Access, 43 USPQ2d 1666 (1997), is 
Defendant Clontech's Supplemental Response to Plaintiffs Interrogatory No. 13, setting forth 
the basis for each of Defendant Clontech's defenses, as well as certain of the documents referred 
to therein. 

In addition, Defendant Clontech has filed motions for summary judgment alleging that 
the patents are (1) invalid for failure to disclose the best mode and (2) unenforceable due to 
inequitable conduct. 
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Defendant Clontech's motion for summary judgment on the issue of best mode presents 
the following additional alleged evidence that is not set forth with particularity in its 
Supplemental Response to Plaintiffs Interrogatory No. 13: 

(1) LTFs August 1987 Molecular Biology R&D Monthly Status Report states the 
following: 

"Our best deletion mutant, pRTdR5-Bal3 1 # 1 4 was transferred to E. coli N4830. 
Dave Clark has grown up and induced these cells. They are ready to be cracked 
open and the RT tested for H levels and efficiency of first strand synthesis. This 
mutant is our best candidate for a new RNase H minus RT to market." 

(2) William Enright, LTFs 30(b)(6) witness, testified as follows: 

Q: ... Is it correct that the enzyme which LTI was looking for would have 
as high a DNA polymerase activity as possible, and as low an RNase H 
activity as possible? 

A: Yes 

Q: And the 14N encoded enzyme had better characteristics in that regard 
than the enzymes encoded by previous plasmids? 

A: Yes 

(3) In crude extract screenings performed prior to filing of patent application, 14N 
showed a better DNA polymerase to RNase H ratio (.01) than the clone, RV-C, 
disclosed in the patent (.03). 

Defendant Clontech's motion for summary judgment of unenforceability presents the 
following additional alleged evidence that is not set forth with particularity in its Supplemental 
Response to Plaintiffs Interrogatory No. 13: 

(1 ) Mark Berninger, LTfs former in-house intellectual property manager, wrote a 
note to inventor Gary Gerard that reads: 

The major publication threat to the RNase deficient RT patent comes from Goff, 
not ourselves. We should be sure to file before Goff publishes assuming we will 
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file (the attorneys had serious questions concerning the patentability of this 
invention) .... 

(2) In Applicant's January 30, 1990, response filed in connection with the patent 
application that matured into the k 797 patent, Applicant asserted that "[u]ntil 
Applicants actually prepared a truncated reverse transcriptase enzyme, it was not 
known w hether a molecule having DNA polymerase activity and substantially no 
RNase activity could actually be prepared. . . . Applicants were the first to prepare 
a reverse transcriptase having DNA polymerase activity and substantially no 
RNase H activity." 

(3) In Applicant's March 18, 1991 , Request for Reconsideration, Applicant asserted 
that "[u]ntil Applicants actually prepared a truncated [RT], it was not known 
whether such an enzyme could actually be made. . . .In the intervening years 
between these publication dates [1978-1981] and Applicants' date of invention, 
no one was able to separate DNA polymerase and RNase activity." 

In its motion, Clontech alleges that LTI made the foregoing statements knowing full well 
that Goff had succeeded in generating mutants of cloned M-MLV RT that lack RNase H activity. 
However, neither the Invention Disclosure Form nor the information about Goff s work was 
provided to the PTO. Instead, in order to gain allowance of the claims at issue, LTI intentionally 
suppressed Goffs work and steadfastly asserted itself to be the first and only to achieve an RT 
which lacked RNase H activity. 

Clontech also alleged that the Applicants misled the PTO by signing the patent 
application oath in which they declared that they, not Goff, were the first to invent the claimed 
subject matter. 

Finally, Defendant Clontech Laboratories, Inc. filed a motion to disqualify Applicant's 
litigation counsel from representing Applicant in the litigation due to an interv iew that the 




- 5 - Kotewicz et al. 

Appl. No. 10 024,131 

examiner conducted with litigation counsel Peter J. Davis on September 8, 1997, just prior to the 
issuance of the k 005 patent. 1 In that motion, Defendant Clontech Laboratories, Inc. asserted that 

1 . Mr. Davis did not have a power of attorney. 

2. Disclosing information to the PTO only eight days before issuance guarantees 
that the information will not affect the issuance of the patent. 

3. Late disclosure is suspicious since LTI had been aware of the information all 
along, and it w as not disclosed during prosecution of '797 patent. 

4. The Examiner no longer had jurisdiction over the case, and the interview was thus 
improper. 

5. The interview was an attempt to purge inequitable conduct with respect to the 
'005 patent. 

6. Mr. Davis did not leave the cited documents with examiner. 

7. It is unlikely the examiner had possession of the file during the interview since 
it should have been at Issue Branch at that time. 

8. LTI intentionally waited until after allowance before disclosing the Invention 
Disclosure Form. 

Defendant Clontech also asserted in its motion to disqualify Applicant's litigation counsel 
that, with respect to an April 9, 1 998 Information Disclosure Statement filed in the reexamination 
of a related patent, LTI consciously waited until the reexamination proceedings on the merits had 
been closed before submitting a copy of the interview summary record, since the IDS w as filed 
after the Notice of Intent to Issue Reexamination Certificate had issued and more than 7 months 
after interview took place. Clontech also asserted that none of the underlying documentation was 
provided to the PTO. In addition, Clontech asserted that the submission of the interview 

'In parent application no. 08/798,458, copies of the documents that were discussed at 
the interview of September 8, 1997, with respect to the k 005 patent, as well as other 
documentary evidence that came to light in the litigation, were submitted for consideration by 
the Examiner. 
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summary record in the reexamination proceeding was not only unusual, but demonstrates the 
high materiality of the information disclosed by Mr. Davis at the interview. 

This disclosure is made in view of the Federal Circuit's decision in Cntikon. This 
disclosure should not be construed as an admission that any of the information disclosed herein 
or herewith is material. Should the Examiner require clarification or additional information 
concerning any of the matters set forth herein, he is invited to contact Applicant's representative 
at the number indicated below . 

This Second Supplemental Information Disclosure Statement is being filed more than 

three months after the U.S. filing date but before the mailing date of a first Office Action on the 
merits. No statement or fee is required. 

Consideration of the cited documents and making the same of record in the prosecution 
of the above-identified application is respectfully requested. The U.S. Patent and Trademark 
Office is hereby authorized to charge any fee deficiency, or credit any overpayment, to our 
Deposit Account No. 19-0036. 

Respectfully submitted, 

Sterne, Kessler, Goldstein & Fox p.l.l.c. 




Robert W. Esmond 
Attorney for Applicants 
Registration No. 32,893 



Date: A(UuJj SjlOO'b 

1 100 New York Avenue, N.W. 
Suite 600 

Washington, D.C. 20005-3934 
(202) 371-2600 
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Sir: 

Listed on accompanying Form PTO- 1 449 are documents that may be considered material 
to the examination of this application, in compliance with the duty of disclosure requirements 
of 37 C.F.R. §§ 1.56, 1.97 and 1.98. The numbering on this Fourth Supplemental Information 
Disclosure Statement is a continuation of the numbering in Applicants' Third Supplemental 
Information Disclosure Statement filed herewith in connection with the above-captioned 
application. Except for document AC1, which was submitted in parent U.S. Application No. 
09/220,329, copies of the cited documents were cited or submitted in parent U.S. Application No. 
08/798,458. Thus, copies of the documents are not enclosed. 

Document AR5 1 , listed on the attached PTO- 1 449, is a copy of a letter dated December 
1 0, 1 999, from the ATCC regarding ATCC deposit no. 67555. Applicants submit that a deposit 
is not necessary to enable the present invention. 

Applicants wish to bring to the attention of the Examiner the following information. 

In August of 1997, Applicants' litigation counsel (Fulbright & Jaworski L.L.P.) served 
upon Stephen P. Goff a subpoena which required Dr. Goff s appearance at a deposition. The 
subpoena also required that Dr. Goff produce documents which referred to reverse transcriptase 
having reduced RNase H activity, including, for example, laboratory notebooks and other 
documents evidencing his conception and/or reduction to practice of reverse transcriptase having 
reduced RNase H activity (See document AS50). Pursuant to the subpoena, Dr. Goff produced 
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certain laboratory notebooks and other documents, and on December 19, 1997, Applicants' 
litigation counsel took Dr. Goff s deposition. The transcript of the deposition and/or Dr. Goff s 
notebooks may contain information which is material to the prosecution of the present 
application. However, the transcripts and notebooks are protected from disclosure by a court 
order (See document AT50). Accordingly, in the absence of permission from Columbia 
University, Dr. Goff s employer, the transcripts and notebooks cannot be disclosed to the U.S. 
Patent and Trademark Office without violating the court order. 

Fulbright & Jaworski L.L.P. contacted counsel of Columbia University and requested 
permission for Applicants to disclose the transcript and notebooks to the U.S. Patent and 
Trademark Office. Columbia University refused to give such permission. Applicants submit that 
they have complied with their duty of disclosure to the full extent allowed by the law. 

Applicants also wish to direct the attention of the Examiner to Interference No. 103,140 
which was between an application of Goff (07/877,264) and a parent application of Kotewicz et 
al (07/825,260, which corresponds to U.S. Patent No. 5,405,776). 

Where the publication date of a listed document does not provide a month of publication, 
the year of publication of the listed document is sufficiently earlier than the effective U.S. filing 
date and any foreign priority date so that the month of publication is not in issue. Applicants have 
listed publication dates on the attached PTO-1449 based on information presently available to 
the undersigned. However, the listed publication dates should not be construed as an admission 
that the information was actually published on the date indicated. 

Applicants reserve the right to establish the patentability of the claimed invention over 
any of the information provided herewith, and/or to prove that this information may not be prior 
art, and/or to prove that this information may not be enabling for the teachings purportedly 
offered. 

This statement should not be construed as a representation that a search has been made, 
or that information more material to the examination of the present patent application does not 
exist. The Examiner is specifically requested not to rely solely on the material submitted 
herewith. It is further understood that the Examiner will consider information that was cited or 
submitted to the U.S. Patent and Trademark Office in a prior application relied on under 35 
U.S.C. § 120. 1 138 OG 37, 38 (May 19, 1992). 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re application of: 



Confirmation No. 4058 



Kotewicz ei al. 



Art Unit: 



1652 



Appl. No. 10 024,131 



Examiner: To Be Assigned 

Atty. Docket: 0942.049000B/RWE/MTT 



Filed: December 21, 2001 



For: Cloned Genes Encoding Reverse 
Transcriptase Lacking RNase H 
Activity 



Ninth Supplemental Information Disclosure Statement 



Commissioner for Patents 
Washington, D.C. 20231 



Listed on accompanying Form PTO-1449 are documents that may be considered 
material to the examination of this application, in compliance with the duty of disclosure 
requirements of 37 C.F.R. §§ 1.56, 1.97 and 1.98. The numbering on this Ninth 
Supplemental Information Disclosure Statement is a continuation of the numbering in 
Applicants' Eighth Supplemental Information Disclosure Statement filed herewith in 
connection with the above-captioned application. All documents were cited and submitted 
to the Office in Application No. 09/220,329 filed December 24, 1998. 

Where the publication date of a listed document does not provide a month of 
publication, the year of publication of the listed document is sufficiently earlier than the 
effective U.S. filing date and any foreign priority date so that the month of publication is not 
in issue. Applicants have listed publication dates on the attached PTO-1449 based on 
information presently available to the undersigned. However, the listed publication dates 
should not be construed as an admission that the information was actually published on the 
date indicated. 



Sir: 
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Applicants reserve the right to establish the patentability of the claimed invention 
over any of the information provided herewith, and/ or to prove that this information may not 
be prior art, and/or to prove that this information may not be enabling for the teachings 
purportedly offered. This statement should not be construed as a representation that a search 
has been made, or that information more material to the examination of the present patent 
application does not exist. 

Consideration of the cited documents and making the same of record in the 
prosecution of the above-identified application is respectfully requested. 

Applicants note that document AT 105 ("Clontech's Motion for Partial Summary 
Judgement of Invalidity (Claim Indeflniteness) ,, ) was filed by defendant Clontech together 
with a memorandum and a motion to file under seal the memorandum. In view of this 
motion, a copy of the memorandum is not being submitted herewith. The following 
summarizes Clontech's position as set forth in its memorandum. 

Clontech alleges that the claims of U.S. Patent 6,063,608 ("the '608 patent") that 
recite "as shown in Fig. 5" are per se indefinite under 35 U.S.C. § 1 12, second paragraph, 
because the '608 patent contains Figs. 5A and 5B, but no Fig. 5. 

Clontech alleges that interpreting the term "Fig. 5" to mean Figs. 5A and/or 5B 
renders the claims invalid, as Fig. 5B purports to be a representation of a gel assay of the 
wild type enzyme. According to Clontech, since the wild type enzyme is by definition prior 
art, if the claims cover Fig. 5B, they are anticipated. 

Clontech also alleges that Fig. 5A is a composite from at least three sources. Dr. 
Gerard has testified that he would need to look at the original data in order to confirm 
whether the gel depicted in Fig. 5A is a composite. Further, Clontech alleges that Counsel 
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for Invitrogen Corporation (the Patent Owner) has confirmed that the original data has been 
lost. Clontech contents that these allegations require that the teaching of Fig. 5 A is per se 
indefinite. 

This Ninth Supplemental Information Disclosure Statement is being filed before the 
mailing date of a first Office Action on the merits. Thus, no statement or fee is required. 

The U.S. Patent and Trademark Office is hereby authorized to charge any fee 
deficiency, or credit any overpayment, to our Deposit Account No. 19-0036. 



Respectfully submitted, 



Sterne, Kessler, Goldstein & Fox p.l.l.c. 




Robert W. Esmond 
Attorney for Applicants 
Registration No. 32,893 




1 1 00 New York Avenue, N. W. 
Suite 600 

Washington, D.C. 20005-3934 
(202) 371-2600 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re application of: 



Confirmation No. 4058 



Kotcwicz ct al. 



Art Unit: 



1652 



Filed: December 2 1 , 2001 



Appl. No. 10 024,131 



Examiner: To Be Assigned 

Atty. Docket: 0942.049000B/RWE/MTT 



For: Cloned Genes Encoding Reverse 
Transcriptase Lacking RNase H 
Activity 

Tenth Supplemental Information Disclosure Statement 



Commissioner for Patents 
Washington, D.C. 20231 



Applicants wish to bring the following information to the attention of the U.S. Patent 
and Trademark Office. Defendant Clontech has filed in U.S. District Court, District of 
Maryland, Southern Division (Civil Action Nos. AW 96-4080 and AW 00-1879) two 
confidential declarations by its expert Joseph O. Falkinham, III subject to a protective order 
("Attorneys Eyes Only"). In view of the protective order, copies of the declarations are not 
being submitted herewith. The following summarizes defenses set out in the declarations. 

The declarations allege that the following terms and phrases recited in the claims of 
parent U.S. Patent Nos. 5,244,797, 5,668,005 and 6,063,608 are indefinite and render the 
claims invalid: "without significant degradation," "the RNA template," "organism is a 
retrovirus," "said organism" and "derived from." In particular, the declarations allege that 
a retrovirus is not an organism. The declarations also allege that it is not clear whether 
"derived from" means "directly isolated" or whether further manipulation is required. In 
addition, one declaration alleges that the following phrases recited in the claims of U.S. 
Patent No. 6,063,608 are indefinite and render the claims invalid: "reduction of RNase H 
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activity is determined by examining the integrity of an mRNA template during cDNA 
synthesis" and "modifying a nucleotide sequence." 

Applicants reserv e the right to establish the patentability of the claimed invention 
over any of the information provided herewith. This statement should not be construed as 
a representation that a search has been made, or that information more material to the 
examination of the present patent application does not exist. 

This Tenth Supplemental Information Disclosure Statement is being filed before the 
mailing date of a first Office Action on the merits. Thus, no statement or fee is required. 

Consideration of this Tenth Supplemental Information Disclosure Statement and 
making the same of record in the prosecution of the above-identified application is 
respectfully requested. 

The U.S. Patent and Trademark Office is hereby authorized to charge any fee 
deficiency, or credit any overpayment, to our Deposit Account No. 19-0036. 



Respectfully submitted, 



Sterne, Kessler, Goldstein & Fox p.l.l.c. 




Robert W. Esmond 
Attorney for Applicants 
Registration No. 32,893 



Date: [YWJa S l&J~ h 



1 100 New York Avenue, N.W. 
Suite 600 

Washington, D.C. 20005-3934 
(202) 371-2600 
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Commissioner for Patents 
Washington, D.C. 20231 

Sir: 

Listed on accompanying Form PTO-1449 are documents that may be considered 
material to the examination of this application, in compliance with the duty of disclosure 
requirements of 37 C.F.R. §§ 1.56, 1.97 and 1.98. The numbering on this Eleventh 
Supplemental Information Disclosure Statement is a continuation of the numbering in 
Applicants' Tenth Information Disclosure Statement filed herewith in connection with the 
above-captioned application. All documents were cited by and submitted to the Office in 
Application No. 09/220,329, filed December 24, 1998. 

Where the publication date of a listed document does not provide a month of 
publication, the year of publication of the listed document is sufficiently earlier than the 
effective U.S. filing date and any foreign priority date so that the month of publication is not 
in issue. Applicants have listed publication dates on the attached PTO-1449 based on 
information presently available to the undersigned. However, the listed publication dates 
should not be construed as an admission that the information was actually published on the 
date indicated. 
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Applicants reserv e the right to establish the patentability of the claimed invention 
over any of the information provided herewith, and/or to prove that this information may not 
be prior art, and/or to prove that this information may not be enabling for the teachings 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re application of: 



Confirmation No. 4058 



Kotewicz et al. 



Art Unit: 



1652 



Appl. No. 10/024,131 
Filed: December 21 , 2001 



Examiner: To Be Assigned 

Atty. Docket: 0942.049000B/RWE/MTT 



For: Cloned Genes Encoding Reverse 
Transcriptase Lacking RNase H 
Activity 



Fourteenth Supplemental Information Disclosure Statement 



Commissioner for Patents 
Washington, D.C. 20231 



Applicants wish to bring the following information to the attention of the U.S. Patent 
and Trademark Office. Applicants' undersigned representative recently became aware that 
Clonech filed excerpts of an "Expert Statement of Joseph O. Falkinham, III," Clontech's 
technical expert, attached to its "Reply in Support of its Motion for Summary Judgment of 
Invalidity (Non-Enablement)." Because these documents are subject to a protective order 
("Attorney's Eyes Only"), copies cannot be provided to the Examiner without violating a 
court order. Therefore, copies are not being provided for consideration by the Examiner. 
However, in order to complete the record as to what was contested before the District Court 
on the issue of enablement, Applicants provide the following information regarding 
FalkinhanVs Statement. 

In contrast to Dr. Champoux's affidavit, the excerpts from FalkinhanVs Statement 
presents the following arguments: 



Sir: 



That Applicants' specification states that the active site of the 
MMLV RT RNase H was not known at the time the application was 
first filed and. as a result, one would have to introduce point 
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mutations throughout approximately 2000 nucleotides in order to 
obtain RNase H-deficient point mutants. 

That, despite extensive experimentation over years, LTI was 
unable to make an RNase H-deficient mutant using smaller deletions 
or point mutations until the publication of Repaske et ai (reference 
AR 1 8) and Kanaya et ai (reference AS 1 7) which taught exactly what 
mutations should be made that affected the RNase H activity. 1 

That, while Johnson et ai (reference ATS) disclose conserved 
sequences in proteins encoded in retroviral pol genes and the E. coli 
RNase H gene, those conserved sequences are not identified as 
having any role in RNase H catalytic activity. In order to use the data 
in Johnson et ai to guide the choice of oligonucleotides for site- 
directed mutagenesis to substantially reduce RNase H activity, one 
would have to know what amino acids are involved in catalytic 
activity. That information was not provided by Johnson et ai or 
other publications at the time of filing. 

That one who w as aware of Johnson et ai would not have 
known where to direct site-directed mutagenesis in the region 
encoding the RHase H activity. Even if one were to focus only on 
the conserved sequences in this region, there are 5 sequences, 
including approximately 17 amino acids (51 nucleotides) that one 
could have considered changing. The LTI notebooks indicate that 
one single amino acid change did not produce the desired result and 
three mutations were required. To determine which 3 nucleotide 
changes should be made would require testing 132,651 
combinations. Thus, Johnson et ai would have not enabled one to 
make an RNase H-deficient point mutant. 

That the testimony of inventor Kotewicz indicates that the 
inventors had not enabled one to prepare point mutants. 

That the specification does not enable one to obtain RNase H 
deficient mutant RTs from any virus other than MMLV. Hizi et ai 
(reference AT 16) demonstrate that deletion mutations did not result 
in a mutant of the HIV-RT that meets the limitations of the patent 



1 However, as pointed out in "Inv itrogen Corporation's Summary Judgment Reply 
Brief on Enablement issues," also subject to a protective order ("Attorneys Eyes Only"), 
Clontech presented no evidence that Invitrogen ever attempted to prepare a point mutant until 
Brian Schmidt's successful preparation of one in 1990. There was a 1989 report that makes 
reference to a mutant that was designed to change the amino acid sequence of RT, referring to 
a point mutant. This document states that the mutant was to be generated in January [1990]. 
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claims. 2 This is because, in part, HIV-RT is a dimer, a feature not 
contemplated by the inventors. 

That LTI had difficulty in creating an RNase H-deficient RT 
mutant from a source other than MMLV. LTI spent years trying to 
obtain an RNase H-deficient mutant from RSV and AMV, and LTI 
had not succeeded in bringing such a product to market. 3 

That there is no teaching of an enzyme in the specification 
that has "substantially no RNase H activity" as defined in the 
specification. 

That the specification does not demonstrate any mutant RT 
capable of improving cDN A yield, length, or any other improvement 
over the prior art in the generation of full length cDNA. The 
proposed utility of more cDNA being produced could have been the 
result of a mutant polymerase better able to displace viral RNA and 
not because of an RNase H mutation. This was not contemplated by 
the specification. 

That his opinion is consistent with the reviewer's comments 
(references AR20 and AS20) who criticized the inventors' 
manuscript that served as a basis for drafting the specification. The 
reviewer had commented that 34% versus 24% yield was not a 
significant difference. 

That in response to the reviewer's comments, the manuscript 
was revised to state that the enzymes were of equal efficiency. Thus, 
the inventors acknowledged in their published paper (reference AT6) 
that the enzymes in the patent did not meet the claim limitations and 
were not improved over the prior art. 

Listed on accompanying Form PTO-1449 are documents that may be considered 
material to the examination of this application, in compliance with the duty of disclosure 



2 However, as pointed out in "Invitrogen Corporation's Summary Judgment Reply 
Brief on Enablement issues," Hizi et al. describe a "carboxy-terminal deletion mutant, CT-16, 
that retains significant levels of polymerase activity but has no detectable RNase H activity" 
in HIV-RT. Hizi et al at 577. 

3 Invitrogen's U.S. Appln. No. 09/064,057, filed April 22, 1998 (see document 
ATI 13), describes the preparation of RNase H deficient mutants from RSV and AMV RTs. 
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requirements of 37 C.F.R. 1.56, 1.97 and 1.98. The numbering on this Fourteenth 
Supplemental Information Disclosure Statement is a continuation of the numbering in 
Applicants' Thirteenth Information Disclosure Statement filed on herewith in connection 
with the above-captioned application. A copy of each document is also provided. 

The Examiner's attention is directed to co-pending U.S. Patent Application Nos.: 
U.S. Patent Application No. 09/064,057, filed April 22, 1998, U.S. Patent 
Application No. 09/245,025, filed February 5, 1999, U.S. Patent Application No. 
10/292,604, filed November 13, 2002 and U.S. Patent Application No. 10/292,662, filed 
November 13, 2002. The specifications of US patent application Nos. 09/064,057, 
09/245,025, 10/292,604 and 10/292,662 are identical, and are therefore "substantially 
cumulative." Accordingly, pursuant to 37 C.F.R. section 1.98(c), a single copy of this 
specification is submitted herewith as document ATI 13. 

U.S. Patent Application No. 09/076,1 15, filed May 12, 1998, submitted herewith as 
document AR114; 

U.S. Patent Application No. 09/220,329, filed December 24, 1998, U.S. Patent 
Application No. 09/220,330, filed December 24, 1998 and U.S. Patent Application 
No. 1 0/024, 1 49, filed December 2 1 , 2001 . The specifications of US patent application Nos. 
09/220,329, 09/220,330 and 10/024,149 are identical, and are therefore "substantially 
cumulative." Accordingly, pursuant to 37 C.F.R. section 1.98(c), a single copy of this 
specification is submitted herewith as document AS1 14. 

U.S. Patent Application No. 09/266,935, filed March 12, 1999, submitted herewith 
as document ATI 14; 
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U.S. Patent Application No. 09/533,548, filed March 23, 2000, submitted herewith 
as document AR115; 

U.S. Patent Application No. 09/570,526, filed May 12, 2000, submitted herewith as 
document AS 115; 

U.S. Patent Application No. 09/603,613, filed June 26, 2000, and U.S. Patent 
Application No. 10/337,421, filed January 7, 2003. The specifications of US patent 
application Nos. 09/603,613 and 10/337,421 are identical, and are therefore "substantially 
cumulative." Accordingly, pursuant to 37 C.F.R. section 1.98(c), a single copy of this 
specification is submitted herewith as document ATI 15. 

U.S. Patent Application No. 09/608,066, filed June 30, 2000, submitted herewith as 
document AR116; 

U.S. Patent Application No. 09/697,079, filed October 27, 2000, submitted herewith 
as document AS1 16; and 

U.S. Patent Application No. 10/224,334, filed August 21, 2002, submitted herewith 
as document ATI 16 are directed to related technical subject matter. 

The identification of these U.S. patent applications is not to be construed as a waiver 
of secrecy as to these applications now or upon issuance of the present application as a 
patent. The Examiner is respectfully requested to consider the cited applications and the art 
cited therein during examination. 

Where the publication date of a listed document does not provide a month of 
publication, the year of publication of the listed document is sufficiently earlier than the 
effective U.S. filing date and any foreign priority date so that the month of publication is not 
in issue. Applicants have listed publication dates on the attached PTO-1449 based on 
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information presently available to the undersigned. However, the listed publication dates 
should not be construed as an admission that the information was actually published on the 
date indicated. 

Applicants reserv e the right to establish the patentability of the claimed invention 
over any of the information provided herewith, and/or to prove that this information may not 
be prior art, and/or to prove that this information may not be enabling for the teachings 
purportedly offered. This statement should not be construed as a representation that a search 
has been made, or that information more material to the examination of the present patent 
application does not exist. 

This Fourteenth Supplemental Information Disclosure Statement is being filed before 
the mailing date of a first Office Action on the merits. Thus, no statement or fee is required. 

Consideration of the cited documents and making the same of record in the 
prosecution of the above-identified application is respectfully requested. The U.S. Patent and 
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Trademark Office is hereby authorized to charge any fee deficiency, or credit any 
overpayment to our Deposit Account No. 19-0036. 



Date: lYUUftl ^ lOJ l 

1 100 New York Avenue, N.W. 
Suite 600 

Washington, D.C. 20005-3934 
(202) 371-2600 



Respectfully submitted, 

Sterne, Kessler, Goldstein & Fox p.l.l.c. 



Robert W. Esmond 
Attorney for Applicants 
Registration No. 32,893 
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